The hydrophobic core, when subjected to analysis based on the fuzzy oil drop model, appears to be a universal structural component of proteins irrespective of their secondary, supersecondary, and tertiary conformations. A study has been performed on a set of nonhomologous proteins representing a variety of CATH categories. The presence of a well-ordered hydrophobic core has been confirmed in each case, regardless of the protein's biological function, chain length or source organism. In light of fuzzy oil drop (FOD) analysis, various supersecondary forms seem to share a common structural factor in the form of a hydrophobic core, emerging either as part of the whole protein or a specific domain. The variable status of individual folds with respect to the FOD model reflects their propensity for conformational changes, frequently associated with biological function. Such flexibility is expressed as variable stability of the hydrophobic core, along with specific encoding of potential conformational changes which depend on the properties of helices and βfolds.
Introduction
The traditional classification of secondary and supersecondary protein structures covers helical and β-fragments along with their mutual arrangement within the protein body. This α/β classification varies with respect to the participation of both folds in proteins, as well as their orientation. Purely helical (hemoglobin, cytochrome) or purely β-shaped (immunoglobulins) structures, as well as proteins characterized by near-equal participation of both types (lactate dehydrogenase or carboxypeptidase), can be identified in protein databases (e.g., PDB). The supersecondary structure, which determines the mutual arrangement of secondary folds can be expressed as follows (the following list is derived from a commonly used biochemistry textbook [1] ):
1. βαβhelical fragment linking two parallel β-strands 2. β hairpintwo anti-parallel β-strands linked by a tight Uturn loop 3. αα motiftwo successive helices linked by a tight U-turn loop 4.
Greek key motif -β-strands following one another in an arrangement reminiscent of classic Greek ornaments 5. β barrelscoaxial β-strands forming a cyclical system reminiscent to the arrangement of planks forming a wooden barrel.
Attempts to introduce a detailed structural classification of domain units in large proteins have resulted in the creation of the CATH/Gene3D (http://www.cathdb.info/ 27 Apr 2016) database, which currently (as of 27 April 2016) contains 26 million domains arranged into 2738 families. Structural classification is performed automatically upon inclusion of a new protein in PDB, via an exhaustive search for proteins homologous to the new entrant [2] . It is immediately apparent that the number of distinct families is quite high, notwithstanding the overall size of the database. This suggests that protein structures are diverse and difficult to classify.
The concept of biological activity likewise remains a mystery [3] , despite successful attempts to program it into synthetic proteins. An in-depth analysis of the stability of the backbone and side chains facilitating stabilization of one of two possible rotametric forms, is presented in [4] . The great diversity of geometric forms makes it difficult to propose a single, common classification based on a unified criterion. This, however, does not imply that attempts to identify such a criterion are futile.
Our work focuses on proteins characterized by major supersecondary variability and proposes a coherent classification, covering all cases. The starting point is to acknowledge the common environment in which all proteins undergo folding and gain biological functionwater. Water is the immanent condition ensuring proper folding and biological activity. This is why the water participation and its influencing on protein structure is the basis for the fuzzy oil drop model applied to interpret the different structures of proteins. We assume that the proposed model visualizes the effects of the influence of water environment despite the lack of knowledge of its own structuralization.
Our analysis of diverse structures is based on the fuzzy oil drop model and shows that both secondary and supersecondary structural motifs participate in the formation of a domain-or protein-wide hydrophobic core. In addition to enzymes (which are the most widely represented group), the work also discusses proteins capable of binding specific ligands (cytochrome) as well as antigen-binding proteins (immunoglobulin).
We establish that each of the presented molecules (or domains) contains a Bseed^(of variable size) representing its hydrophobic core, which, according to textbook knowledge, is responsible for tertiary structural stabilization. As shown in our other papers, local deviations from the Bidealized^hydrophobic core structure (i.e., high hydrophobicity density in the central part of the protein body and low hydrophobicity density on the surface) are often linked to the protein's biological activity. The presence of cavities or exposure of hydrophobic residues on the surface creates suitable conditions for ligand binding and protein complexation respectively. Eliminating such discrepancies from analysis of the hydrophobic core structure invariably leads to identification of parts of the molecule for which the idealized distribution of hydrophobicity closely corresponds to observed The selection is based on supersecondary structural order. The study set is consistent with the one proposed in (Devlin 2011). values. Such parts are thought to mediate structural stabilization of the protein (or domain) as a whole [5] [6] [7] [8] [9] . In this work we show that, regardless of secondary and supersecondary conformational properties, the presence of a more or less prominent hydrophobic core is a common phenomenon. We identify proteins where the core is highly consistent with theoretical values (3D Gaussian) as well as those which exhibit local deviations from the theoretical model, typically associated with the capability to bind ligands or attract complexation partners. The study set is very diverse, yet exhibits common characteristics which point to the necessary presence of water in their environmentthis applies to many different molecules encountered in the cell, but particularly to proteins.
Restricting protein structure analysis to topological aspects would disregard the most important factorthe influence of the water environment, which plays an active and often decisive role in the folding process. Hence, our study of the hydrophobic corea product of the environment, which determines the biological activity of proteins.
Water environment is treated as the external force field which together with the internal force field (non-bonding interaction) participates in structuralization process and ensures the biological activity. The presented paper is an attempt to show the possible interpretation of structural effects which may express the role of water.
Materials and methods

Protein database
Our analysis is based on a set of proteins derived from a popular biochemistry textbook [1] . Table 1 reveals the structural variability observed at the supersecondary level.
The fuzzy oil drop model
An in-depth presentation of the fuzzy oil drop model can be found in an Open Access publication [27, 28] . In the interest of saving space, we will limit ourselves to recapitulating its basic tenets.
The fuzzy oil drop model is a modification of the oil drop model originally introduced by Kauzmann [29] . The original model was discrete, distinguishing a central hydrophobic part and an outer hydrophilic shell. In contrast, the fuzzy oil drop model introduces a 3D Gaussian which peaks at the center of the encapsulating ellipsoid, with values decreasing along with distance from the center, reaching near 0 at a distance of 3σ (where σ is a parameter of the Gaussian expressing the size of the ellipsoid). Distribution along each axis can be characterized by an appropriate sigma parameter. The values of such a function are assumed to represent theoretical (idealized) distribution of hydrophobicity in a protein molecule.
The actual (observed) hydrophobicity distribution depends on the location of each residue in the protein body (in our calculations we apply the function proposed by Levitt [30] ). Each residue (represented by its effective atomaveragedout positions of all atoms belonging to a particular residue) aggregates hydrophobic interactions with other residues separated from it by not more than 9 Å. Clearly, the observed distribution may differ from the idealized (Gaussian) profile. The scope of such interactions is dependent on the relative proximity between both residues and on their intrinsic hydrophobicity, which can be measured experimentally or predicted on theoretical grounds. Different hydrophobicity scales can be Fig. 1 Graphical representation of fuzzy oil drop model hydrophobicity distributions obtained for a hypothetical protein reduced to a single dimension for simplicity. A is the theorized Gaussian distribution (blue) while chart C corresponds to the uniform distribution (green). Actually observed (red) hydrophobicity density distribution in the target protein B, while its corresponding value of RD (relative distance) in D is marked on the horizontal axis with a red diamond. According to the fuzzy oil drop model this protein does not contain a well-defined hydrophobic core, because its RD value, equal to 0.619, is above the 0.5 threshold (or, generally, closer to R than to T) applied (a comparison of results obtained for two different scales is presented in [31] ). Normalization of both distributions (theoretical and observed) facilitates meaningful comparisons: in particular, we can identify residues for which Values listed in boldface correspond to RD > 0.5. Items labeled BNo (…)^represent shortened fragments where elimination of the indicated residues changes the relation to RD < 0.5. BLigand binding^stands for fragments directly involved in ligand binding. Our experience with the fuzzy oil drop model indicates that such fragments often exhibit significant deviations from the theoretical hydrophobicity distribution. theoretical (T) values diverge significantly from their observed (O) counterparts. Both hydrophobicity distribution profilesexpected (T) and observed (O)can be compared quantitatively. Quantitative expression of the differences between the expected (T) and observed (O) distribution is possible by using the Kullback-Leibler divergence entropy formula [32] :
The value of D KL expresses the distance between the observed (p) and target (p 0 ) distributions, the latter of which is given by the 3D Gaussian (T). The observed distribution (p) is referred to as O.
For the sake of simplicity, we introduce the following notation: Values listed in boldface satisfy RD > 0.5. BB^and BH^stand for β-structural and helical forms respectively; BI^indicates an ion-binding fragment while BE^denotes that the given fragment contains an enzymatically active residue (listing its number and type).
Since D KL is a measure of entropy it must be compared to a reference value. In order to facilitate meaningful comparisons, we have introduced another opposite boundary distribution (referred to as Buniform^or R) which corresponds to a situation where each effective atom possesses the same hydrophobicity density (1/N, where N is the number of residues in the chain). This distribution is deprived of any form of hydrophobicity concentration at any point in the protein body:
Comparing O|T and O|R tells us whether the given protein (O) more closely approximates the theoretical (T) or uniform (R) distribution. Proteins for which O|T > O|R are regarded as lacking a prominent hydrophobic core. To further simplify matters we introduce the following relative distance (RD) criterion:
RD < 0.5 is understood to indicate the presence of a hydrophobic core. Figure 1 presents a graphical representation of RD values, restricted (for simplicity) to a single dimension.
D KL (as well as O|T, O|R and RD) may be calculated for specific structural units (protein complex, single molecule, single chain, selected domain etc.) In such cases the bounding ellipsoid is restricted to the selected fragment of the protein. It is also possible to determine the status of polypeptide chain fragments within the context of a given ellipsoid. This procedure requires prior normalization of O and R distributions describing the analyzed fragment, whose length is denoted as N. Note that any selected fragment must be of a reasonable lengthcalculations cannot be performed for an individual residue.
Generally the idealized distribution (T) is treated as the target for O|T calculation, while the unified distribution (R) is used when computing O|R.
The above procedure will be applied in the analysis of proteins described in this paper. By restricting our analysis to individual fragments, we can determine whether a given fragment participates in the formation of a hydrophobic core. In particular, fragments representing well-defined secondary folds which satisfy RD < 0.5 are thought to contribute to structural stabilization, while fragments for which RD > = 0.5 are less stable. Such fragments, if present on the surface of the protein, may potentially form complexation sites. Specific fragments are derived by analyzing the protein's secondary conformation. Identification of secondary folds and the composition of protein domains follows the CATH [33] and PDBsum [34] classifications. Likewise, inter-domain/inter-chain contacts have been identified on the basis of the PDBsum distance criteria [34] .
A graphical presentation of RD interpretation is shown in Fig. 1 .
Results
α/β-domain fold twisted β-sheet
This category is represented by the nonhomologous domain 1 of lactate dehydrogenase (1A5Zdomain 1) and (Table 3) . Spheres correspond to ion binding residues Table 2 .
From the structural point of view both proteins provide examples of the so-called flavodoxin fold [35] with a centrally located β-propeller. Domain D1 (1A5Z) appears to include a well-ordered hydrophobic core while domain D2 (1FW8) lacks such a core, as indicated by its RD value, which is in excess of 0.5 ( Table 2) . It moreover turns out that the extra βsheet (comprising three separate folds), which is not present in 1A5Z, diverges from the idealized distribution ( Fig. 2 ). Eliminating this fragment from computations (an independent Bdroplike^capsule constructed for the remainder of the domain) produces a structure which is a good match for the theoretical model. Both domains exhibit similar properties in the scope of their central β-sheet, suggesting that the sheet contributes to structural stabilization (this is based on the assumption that the presence of a prominent hydrophobic core promotes tertiary stabilization). Both domains also contain a single helix (located at a similar distance from the propeller) which diverges from the model ( Fig. 3 and Table 2 ). Values listed in boldface satisfy RD > 0.5. BB^and BH^stand for βand helical forms respectively; BL^indicates a ligand-binding fragment while BEd enotes that the given fragment contains an enzymatically active residue (listing its number and type). The row labeled BNoE^represents the status of each domain following elimination of catalytic residuesthe observed reduction in RD values indicates that catalytic residues diverge from the theoretical model. Lactate dehydrogenase (1A5Z) is derived from the hyperthermophilic bacterium Thermotoga maritima and folds near the boiling point of water. Thermostable proteins are the focus of a separate study based on the fuzzy oil drop model (publication currently in preparation).
The catalytic residues in 1A5Z, as well as its disulfide bonds, are all located in domain 2thus, we will not consider them in the presented analysis. Domain 2 of phospoglycerate kinase (1FW8-D2) exhibits RD > 0.5, which means that its hydrophobic core is deformed. The domain contains two β-sheetsa parallel sheet (labeled BI^in Table 2 -133-140, 158-163, 205-207, 258-263, 294-298) and an antiparallel sheet (labeled BII^-210, 223-229, 238-242). Such antiparallel conformation is not present in lactate dehydrogenase (1A5Z-D1). The β-structure which is analogous to 1A5Z is characterized by RD = 0.492, which implies local consistency with the theoretical hydrophobic core model.
As posited by the fuzzy oil drop model, ligand binding residues exhibit deviations from the theoretical status; this is because such residues interact with the ligand, which also participates in the formation of a shared core. In the case of strongly polar ligands, deviations may also be associated with the presence of additional structural elements not directly involved in forming the hydrophobic core, but instead distorting its structure.
In both presented proteins eliminating residues which participate in ligand binding results in a lower RD value. This means that the remainder of the molecule fulfills a stabilizing role by presenting a well-ordered hydrophobic core.
The exposed β-hairpin in D2 of 1FW8 may mediate interaction with other molecules present in the protein's environment, or it may constitute a dynamic and unstable element (no prominent hydrophobic core) which also potentially affects interaction.
It furthermore appears that the α,β-superfoldparticularly the twisted β-sheetcontains a hydrophobic core and therefore improves the stability of its parent domain.
α,β-domain fold
The all-β-sheet superfold is represented by Cu, Zn superoxidase dismutase and concanavalin A. This type of all-β domain has the shape of a β-barrel. Both proteins appear to contain hydrophobic cores (RD < 0.5 in each case).
In 1B4L enzymatic and heavy metal ion binding residues are all located in loops. Table 3 lists positions adjacent to each fragment. The helical fold at 57-61 is locally discordant and contains a catalytic residue which binds Cu 2+ . Similarly, in 1CON the cadmium ion (Cd 2+ ) is bound by a locally discordant β-fragment.
Cu, Zn superoxide dismutase adheres to the theoretical hydrophobicity distribution model as a whole, although some secondary folds diverge from the model. The helical fragment at 57-61 is an example (RD > 0.5). Similarly, in 1CON, despite the overall adherence of the molecule and its β-sheet, four individual β-folds are found to be discordant. Both proteins ( Fig. 4 and Fig. 5 ) exhibit highly ordered hydrophobic cores in spite of their biological diversity. Note that under the fuzzy oil drop model the concept of a Bhydrophobic core^refers to a concentration of hydrophobicity density at the center of the molecule along with the presence of an encapsulating hydrophilic shell.
All β-domain superfold
This category is represented by triose phosphate isomerase and pyruvate kinase domain 1. The core structure comprises a centrally located β-barrel where individual β-folds are interconnected by α-helices located outside of the fold. The sample proteins differ with respect to their composition and biological activity.
Elimination of catalytic residues ( Table 4 , Fig. 6 , and Fig. 7 ) lowers the RD value to 0.479. This indicates local disorder in the area of the enzymatic active site.
Local deviations from the theoretical model caused by a ligand are commonplace. The ligandby virtue of its presenceenforces a conformation which represents a balance between the protein's own folding tendencies and the altered Values listed in boldface satisfy RD > 0.5. Hhelix; B -β-fold; E #placement of catalytic residue (with # corresponding to its code); Lligand present as part of the described fragment conditions introduced by the ligand's polarized atoms. The end result of this process depends strongly on the ligand's hydrophobicity [36] . Residues which diverge from the model, despite not taking part in ligand binding, may represent structurally encoded Breadiness^for structural changes in the α/β domain.
Despite the observed differences, both domains share certain similarities. The helical fold at 95-100 in 1AMK exhibits a similar deviation from theoretical values when compared with the folds at 319-321 and 362-364 in 4DRS D2. It seems that local instability in all these areas may promote structural rearrangement.
β-barrel
Three proteins representative of the β-barrel domain are characterized in Table 5 and Fig. 8 .
Each of the above listed proteins represents a different type of β-barrel. The assessment of hydrophobic core structure is, likewise, different in each case. It should be noted that the Values listed in boldface satisfy RD > 0.5. protein exists to fulfill a specific biological role and that its structure is a means to this end. 1RBP is a retinol binding protein. The presented domain contains three disulfide bonds which promote tertiary structural stability. Two of these bonds stabilize the domain in a Bdiscordant^state, which is very likely their principal role.
In order to facilitate comparisons with other types of βdominated supersecondary structures, we have included triole phosphate isomerase (1TIM) in our study. The corresponding form is an α/β barrel consisting of eight pairs of alternating βstrands and α-helices rolled up to form an inner barrel of eight parallel β-strands surrounded by an outer barrel of eight parallel helices. Analysis based on the fuzzy oil drop model indicates the presence of a well ordered hydrophobic core. Stabilization is provided by the arrangement of β-folds (RD = 0.493), while catalytic residues deform the domain (their elimination results in RD = 0.478).
Discordant helixes include the fragments at 95-103 (RD = 0.617), 130-137 (RD = 0.725), 138-154 (RD = 0.527), 168-170 (RD = 0.671), 177-197 (RD = 0.551), 198-204 (RD = 0.590). Catalytic residues are located in direct proximity to the active site. Experience with the fuzzy oil drop model indicates that enzymatic active sites are, in most cases, deficient in terms of hydrophobicity and diverge significantly from theoretical values. In the presented cases catalytic residues belong to the helices at 95-103, 168-170, 177-197, and 198-204, with RD values in excess of 0.5 in all cases.
Miscellaneous
The arrangement of helical and β-folds in higher-order structures varies greatly both with respect to the quantity of each and their conformation. An example of a purely α protein is provided by the b562 cytochrome (1APT) from E. coli. Topologically, this protein is a sequence of antiparallel helical fragments described as an up-down-up-down 4-helix bundle.
In contrast, the Fab IgG immunoglobulin domain (7FAB) is comprised almost entirely of β-folds, with its structure characterized as a sandwich of 3-and 4-stranded antiparallel βsheets.
A combination of helical and β-motifs is found in the 163residual domain of dogfish lactate dehydrogenase (6LDH), which contains a 6-stranded parallel β-sheet with crossovers between β-strands and α-helices forming a right-handed helical turn with flanking β-strands.
The cytochrome is characterized by RD = 0.426, suggesting the presence of a well-ordered hydrophobic core. All its helical fragments also satisfy RD < 0.5 (3-20: RD = 0.355; 23-43: RD = 0.481; 45-49: RD = 0.342; 57-81: RD = 0.402; 82-94: RD = 0.408). It seems that this protein depends strongly on the stabilizing influence of hydrophobic interactions. Given that the protein's biological role is to bind heme, its structure provides suitable conditions for firm anchoring of the ligand at its center, with the polypeptide chain forming an Benvelope^around the heme molecule. 
7FAB
The Fab IgG domain fragment consists of two chains: the light chain (L) and the heavy chain (H), each of which is further composed of two domains (labeled V and C). All these structures exhibit a similar conformation, often referred to as an immunoglobulin-like domain: a sandwich comprising two βsheets which we will refer to as the upper core and lower core respectively. Under the CATH classification the Fab fragment is characterized as 2.60.40.10 mainly β-sandwich. Both cores are linked by a centrally placed disulfide bond. The biological role of the Fab fragment is to recognize antigens via so-called CDRsshort variable loops which interact with the antigen, triggering a process called immunological signal transduction. This produces structural changes in the Fc fragment of immunoglobulin, priming it for complexation of the C1q complement, which is a first step in a cascade of reactions resulting in destruction of the cell which originally presented the antigen.
The role of the Fab fragment is therefore to bind the antigen and trigger a signaling pathway. Both processes require a flexible structure, capable of accommodating the antigen and producing structural changes elsewhere in the molecule. The flexibility must, however, remain selective so as to ensure that the correct ligand is recognized and the correct signal sent.
This situation is evidenced by the RD status of individual β-folds in all four domains: VH, CH1, VL, and CL (see Table 6 and Fig. 9 ).
The variable status of individual secondary folds comprising Fab domains suggests local instabilities required for complexation of antigens. One of the domains (CL) is stable as a whole and includes a stable β-I sheet, while all other domains are characterized as relatively unstable and therefore flexible. The stabilizing influence of SS bonds likewise varies: only in the CL domain does the affected fragment remain consistent with theoretical predictions.
Immunoglobulins work in an unpredictable environment the antigen is never known a priori. Thus, a system characterized by variable local stability creates suitable conditions for targeted signaling while preserving the immunoglobulins ability to interact with a variety of antigens.
A review of immunoglobulin-like domains (which includes domains not associated with immunoglobulin activity, including enzymes and structural proteins) can be found in [8] . The authors reveal a specific arrangement of accordant and discordant fragments comprising the domain, which predispose it toward specific structural changes. Overall, the domain is characterized by poor stability, evidenced by locally high RD values.
The dogfish lactate dehydrogenase N-terminal 163-aa fragment is an example of a 6-strand parallel β-structure linked by a right-handed helical turn. The domain as a whole is characterized by RD = 0.489, while elimination of its N-terminal fragment (1-19 aa) , which significantly disrupts the globular form, further reduces RD to 0.428. Evidently, the domain contains a prominent hydrophobic core. Table 7 lists the RD status of its individual folds (compare also Fig. 10 and Fig. 11 ).
Cytochrome fold
The author of [1] also addresses the concept of protein families, with cytochromes discussed as a representative example. This family comprises both eukaryotic cytochromes and c-type cytochromes present in prokaryotes. Both fulfill a similar biological role, acting as electron carriers. Cytochromes derived from various organisms are sequentially dissimilar despite retaining similar 3D forms. The conclusion presented in [1] is that evolution preserves the structural and functional properties of proteins rather than their sequential arrangement. We further propose that the subject of evolutionary conservation is the structure of the proteins hydrophobic core as we attempt to substantiate in this part. Values listed in boldface satisfy RD > 0.5. Asterisks mark fragments involved in interaction with the ligand. The row labeled BLigand^corresponds to ligand-binding residues, while the row labeled BNo ligand^presents residues not involved in ligand interaction. Values listed in boldface satisfy RD > 0.5. Asterisks mark fragments involved in interaction with the ligand. The row labeled BLigand^corresponds to ligand-binding residues, while the row labeled BNoligand^presents residues not involved in ligand interaction. Table 8 and Table 9 present the properties of cytochromes under consideration. The FOD status of the entire molecule appears preserved despite differences in chain length (88-135 aa) along with the placement and conformation of individual secondary folds. BNo ligand^indicates parts of the molecule which do not contact the ligand. Evidently, such fragments are also characterized by consistent RD values.
Cytochromes are proteins which act as Benvelopes^for their ligand (hemesee Fig. 12 ). This ligand is a large, flat molecule dominated by hydrophobic interactions. Comparative analysis of cytochromes boils down to comparing various forms of Benvelopes^which create suitable conditions for maintaining the intended level of oxidation of iron ions and expose them for participation in biological processes. These forms are briefly outlined in Tables 8 and  9 . The status of the fragment which does not participate in binding heme appears not to change. This is due to its primary rolestructural stabilization. In contrast, hemebinding residues exhibit variable FOD status, which may be related to the process of exposing the ligand for various types of interactions.
The conclusions of [1] also highlight the high structural similarity of the NAD + binding fragment in enzymes which participate in many different metabolic pathways. These proteins are more widely discussed in [8] .
Discussion and conclusions
Applying the fuzzy oil drop model to structures classified using the supersecondary fold criterion reveals similar FOD characteristics, with hydrophobic cores observed either on the domain or on the protein level. A global analysis of a broad nonredundant set of proteins derived from the PDB database indicates that most domains generate prominent hydrophobic cores (RD < 0.5) [37] . It seems that, at least on the level of domains, the water environment greatly influences the folding process.
It is up to each researcher to select fragments of interest, depending on the problem being studied. In our experience, fragments which diverge from theoretical predictions produced by the FOD model are typically associated with biological function. The status of particular secondary fragments in supersecondary structures may quantitatively reveal their contribution to overall supersecondary stabilization.
In summary, we can state that the targeted stability required in many biological processes can be supplied by a combination of nonbinding interactions, structural stabilization mediated by hydrophobic forces, and the presence of disulfide bonds. As shown in [38] , SS-bonds may either reinforce or disrupt hydrophobic core stability. The influence of the water environment on protein folding also explains the mechanism behind hydrophobic collapse, which reduces the protein's conformational space sufficiently to enable a random search for the native fold [39] ; this shows that hydrophobic collapse is sufficient to solve Levinthal's paradox [40] .
Discussions concerning the fundamental role of the hydrophobic core have a long history [41] with both experimental [42] and theoretical approaches [43] .
In the context of these observations and the analysis presented in this paper we can conclude that the answer to the question posed in the title is Byes^. We can furthermore state that the fuzzy oil drop model is able to describe the hydrophobic core structure in both qualitative and quantitative terms including the substantial and specific difference of hydrophobicity distribution observed in amyloids [31] . 
